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The initial clinical manifestations of primary systemic amyloid-
osis (AL amyloidosis) are variable and insidious. Here, we present a
case with recurrent pancreatitis and lower gastrointestinal
bleeding episodes with undetermined etiology initially. We identi-
ﬁed multiple waxy-looking papules and petechiae on the anterior
chest and skin biopsy revealed wedge-shaped eosinophilic amyloid
deposition in the dermis, therefore, primary systemic amyloidosis
with multiple myeloma invading the colon and skin was conﬁrmed
ﬁnally. Skin lesions became better or worse depending on the clin-
ical course and the patient's response to chemotherapy.
A 75-year-old female patient visited the emergency room
several times with two episodes of acute pancreatitis and one
episode of massive bloody stool. The causes of recurrent pancrea-
titis and bloody stool were undetermined. She came to our derma-
tological clinic. On examination, multiple petechia and purpura on
the eyelids, scalp, neck, axillary folds, anterior chest, and back were
observed. In addition, both upper eyelids had progressive thick-
ening and drooping, causing obstruction of vision. Besides, multiple
non-pruritic, waxy, and ﬂeshy hemorrhagic papules were also
noted on the neck, anterior chest, and back, and some coalesced
to plaques (Figure 1). Skin biopsy of one waxy papule on the ante-
rior chest showed amorphous eosinophilic amyloid deposition in
the dermis, with a wedge-shaped pattern (Figure 2A). Congo red
stain under polarized light showed apple-green birefringence
(Figure 2B and C). Kappa and lambda immunostains showed that
amyloid was composed of k chains and was distributed mainly be-
tween the collagen bundles in the dermis (Figure 2D). As a result of
the dermatopathological ﬁndings, primary systemic amyloidosis
due to plasma cell dyscrasia was highly suspected, and multiple
myeloma should be excluded ﬁrst. Therefore, the patient was
referred to the hematological clinic for further survey. Serum pro-
tein electrophoresis showed monoclonal immunoglobulin
G 4553 mg/dL and k chain predominance. Bone marrow aspiration
and biopsy showed plasma cell inﬁltration of >30%. Therefore, mul-
tiple myeloma, stage IA, with primary systemic amyloidosis was
diagnosed. Coloﬁberscopy and biopsy also showed amorphous am-
yloid protein deposition in the lamina propria, compatible with
amyloidosis colitis. The patient then received 14 courses of chemo-
therapywith oralmelphalan and prednisolonemonthly, and dosing
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bloody stool episodes were noted, and the purpura and waxy pap-
ules disappeared gradually. The skin lesions waxed and waned ac-
cording to the clinical course and response to chemotherapy. The
patient expired 4 years later due to end-stage heart failure and
life-threatening arrhythmia after loss of follow-up for 6 months.
Primary systemic amyloidosis develops in ~15% of patients with
multiple myeloma, and the cutaneous manifestations are reported
in up to 40% of patients with primary systemic amyloidosis.1 The
most common skin lesions of primary systemic amyloidosis aremul-
tiple non-pruritic, waxy and shiny papules and plaques on the face,
buccal mucosa, and ﬂexor surfaces, and petechiae and ecchymoses
on the eyelids, axillae, umbilicus, and anogenital area.2,3 These result
from direct amyloid ﬁbrils inﬁltration following the path of blood
vessels in the dermis, thus weakening the blood-vessel walls.2,3
Other rare cutaneous lesions including scleroderma-like changes,
nail dystrophy, alopecia, tense hemorrhagic bullae, and chronic cuta-
neous ulcer may also be observed.1,3
Cutaneous manifestations provide the earliest diagnostic clues as
in this patient. As compared to tissues biopsies of the rectum, liver,
or kidney, the skin biopsy is more accessible and less invasive, and
is a sensitive test for the detection of AL amyloid protein.3,4 Micro-
scopically, AL amyloid protein of skin biopsy can be seen as amor-
phous, homogenous, and eosinophilic materials with diffuse
deposition in the dermis and subcutis in the form of nodules or pla-
ques, and even inﬁltration into blood vessel walls, around individual
fat cells, and in pilosebaceous units.3 It can be stained with CongoFigure 1 Multiple waxy and ﬂeshy to hemorrhagic papules and plaques and some
petechia and purpura on the neck and anterior chest.
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Figure 2 (A) Amorphous, homogeneous, and eosinophilic materials deposited in the dermis, with wedge-shaped pattern (hematoxylin and eosin; 100). (B) Congo red stain:
wedge-shaped amyloid protein deposition in the dermis (100). (C) Apple-green birefringence of Congo red stain under polarized light (100). (D) k immunostain (100).
Correspondence / Dermatologica Sinica 33 (2015) 173e174174red, and shows apple-green birefringence under polarized micro-
scope.2,3 AL amyloid proteins can be further sorted into k or l light
chains, and k light chains predominate in multiple myeloma.2
The acute pancreatitis due to primary systemic amyloidosis is
so rare that no exact incidence has been reported until now. In
our patient, recurrent acute pancreatitis was the initial presenta-
tion, and is also rare in review articles. Although there was no
direct tissue proof of amyloid protein in the pancreas, we
excluded any possible causes of acute pancreatitis in this patient.
Therefore, when the common causes of acute pancreatitis are not
obvious, primary systemic amyloidosis should be taken into
consideration.
Gastrointestinal amyloidosis is less common in primary sys-
temic amyloidosis, with only 1% incidence in a retrospective review
from the Mayo Clinic, Rochester, Minnesota, United States.5
Gastrointestinal bleeding is one of the presentations of the gastro-
intestinal amyloidosis due to vascular friability or mucosal lesions
of amyloid inﬁltration and deposition.6
Based on our observations, during chemotherapy, purpura and
waxy papules disappeared gradually, but recurred prior to treat-
ment in the next month. Therefore, we suggested shortening the
interval of chemotherapy from every 4 weeks to every 2 weeks.
The median survival of primary systemic amyloidosis is 1e2 years,1
and our patient survived longer than that. Therefore skin signs pro-
vide not only diagnostic clues, but also response indices to
treatment.
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